This Page Is Inserted by IFW Operations 
and is not a part of the Official Record 

BEST AVAILABLE IMAGES 

Defective images within this document are accurate representations of 
the original documents submitted by the applicant. 

Defects in the images may include (but are not limited to): 

• BLACK BORDERS 

• TEXT CUT OFF AT TOP, BOTTOM OR SIDES 

• FADED TEXT 

• ILLEGIBLE TEXT 

• SKEWED/SLANTED IMAGES 

• COLORED PHOTOS 

• BLACK OR VERY BLACK AND WHITE DARK PHOTOS 

• GRAY SCALE DOCUMENTS 



IMAGES ARE BEST AVAILABLE COPY. 



As rescanning documents will not correct images, 
please do not report the images to the 
Image Problem Mailbox. 



PI JP 63201126 A 19880819(198839)* 
/"JP 07017506 B2 19950301 (199513) 



7p 
6p 



A61K031-435 



AB JP 63201126 A UPAB: 19930923 



The therapeutic contains, as an active ingredient, 4H-quinolidine- 4-one 
derivs. of formula (I), where R is a methyl gp. or ethyl gp. 

(I) may be produced as follows: 2-pyridyl acetic acid ester of 
formula (II) and methyl 2-cyano-3,3-dimethylthioacrylate are heated in an 
inert organic solvent or without solvent at 100-120 deg.C for 2-10 hrs., 
and the reaction prod, is purified to form the cpd. (I), where R is the 
same as defined in formula (I). When the cpd. of formula (I) is applied to 
the treatment of osteroporosis, the amt. of the cpd. administered ranges 
about 10-1000 mg/day for adult; it may be given orally or parenterally. 

USE/ADVANTAGE - The therapeutic may be applied to treat diseases 
caused by immunoglobulin E, such as bronchial asthma, rhinitis, 
dermatitis, hypersensitivity, etc. 
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*fcA/Si:UTJ:<tt6nTt»4. ifi¥. COftS^o 
Z?U >9?X<D 1 r3-e&*IgEd*K*<Z5g6J£l. #J*J£3d 

JKjWRSStlTfrJt: (E¥0>fcl4>*, 126#. 304 
~310^-v. 198350 . 

$89854-130516^- : 1518362-76^] . IgEtri&g 
tRttfcl^. IgESt^^ffllS'Ja'JtUTHTJfe^fecO 
*3C (I) Ofl:^«l<0«fc3&4H-*y »J ->'> 




0 97#. 9^. 1039~1045^-->*. 1977 
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(I) 



10 S. R T tt***fctt7'J-Jl'S. R«tt*«. tHn*-> 

x. kKo+v-i. ft«7^+;u*. ffi«7jm*>- 

TtxtiiTU-Jl'S. 7 'J — Jl^^g. n-r;i/«, 7JU 
&g£^LT^T*>J:t>7'J-.)U7 5/SS;tli7'J- 

moD^*^?.fi[fiiw ! bffiB-rsct3iiT#r. 

jg-&LT-CH z CH 2 CH 2 -. -CH=CH-$itH-CH=CH-CH 
20 = CH-£J&firr T^Sn^ft^ttA^ 

7*7^ 5*->- (PCA) K*lC»LT*-*l-en«]W3& 

60-222482-Sf) . 

L^u^^b. i»-rn©fl:^«jt)igEttflca±ic»-ra 

IgEttfeillfiOftfrTTKJSltfSf^lcJ: 0-t©***««i» 

30 #jf|gt-C5iIg£nTV>-5 C'f (Immunolog 
y) . 21#. U~15^-->\ 197150 . 

a. »»etJS(«c»-r*igEet«Eo»««iK±*«B«>6n 

S£oT. IgEtri*S±<&«l*flL/Ta-ajK-SOf&S!*ff -5 

*\ -toa©»i«tt*igEfit*iss±**iiiwr*ci:A<^ 

Sfc. Sta^n^U >^7^© t t , lct4IgE©S*MCfi-a 
:/'J ><D<p-C\3.m*>±mizW.£.2tl2>&jg.tfazfi) >G 

£T £ c £(4«k < a 

lgE6t#S££»iiB|-r*«'&. dWck^^ftfiW^SE^D 

IgEtt#j&<**ao«*3E*A. &Jff& ilttffi 

&£<Dmi&fa#~C&Z>Z.Li!)*W<bfr\Z&r)T&.%i. IgE 
50 fit«i^^ffll©JBiJiC§Sr-5W9£* { #<fT^nTV^3!i«. C 
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n « -c i gEtt&m± z mm r * t $ nt ^ * 

ft. ftgE^BI^TWIgE^MiSSII^JT^^t^ 
?Sig£*lT^-5tf>*.T-. J^^OIgEEtttg^fClttLT 

*%^OBMfi. £©£?&6E3fe<mgEft&M±ffli&]?fl 
itiSTSO. ^&l»^lcag&IgGtri#l?<DM£l::te 
£>£0&S££ttr. L^fc^^roigEtit^^tCM 
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UT^lTTSCi^aiti. IgEICgB-f *J£SrEJ 
Stl, IgElCgaT*£m<£r&S?$J<*:LT*rffl&fl;£- 

rut)*,. *5gajn. -ass: 



(I) 



*r*^te»atr*igEiceHra*«oi&*3ws 20 ^ste. 89#, 2^. 203-208^— 1069^) 



en) 



CH 2 COOR 



(^cfoRttiwietRii;***^) T-«£ft*2-t;* ★u^»sxxf^t > a 

CH 3 S CN 

^c=c cm) 

CH3S COOCH3 



'J 5— ht«r'FiStt*tll*flt , t , »*'' i tt*»J*T-C. 10 
0~l20 < CT2~10S$P B ms*U UtttttEUfflS. 

*%fECD-jlS5£ (I) T«$n-5{k^^Ot)OlgEtri^ 

-5. 

TDNP-AstU?) iC*fLT7K^-f y-fe*>^'J- 

(adoptive secondary response) £tkLT 40 
^ZZALWcftTO Z.<nmfflm&m^1t}£&i < g!Kl (in vit 
ro) Ttf)IgM£S$lSstg* :±Ji7— 'fA/Pv- 
(Cellular Immunology) 58#. I88~201^— 1981 
*P) fci^NP-AsT&fPLfcBALB/c&V^XSr/ll^fc^ 
(in vivo) T^ifiiifi^IgfijSaSaSi MA/Dy 
— (Immunology) 21#. ll~12^-->\ 1971^] tz£lZ 

a^xmrn^isEmi^m^mm^m^r. cne.wigE 

ICt5^-5>^e<J7aigESt^^*«l*J-r Z> *><7)T& o . 
ftSO^yP^'J >. «»Jx.«IgEtfi«fS*IC«LTttS 50 



( i ) <Dit£>®<D%ri\gtt&m±wmftmm&\z&m 
(i) mt^mtr h 

-eSPS#T©LDso{l* ? 400~600mg/kg<i:Si<. £ blC 
d ft <=> CD C<h *fg91C9-A85£ (I) (Difr&Wtt 

ssaj. ->a*7jw. ^9J. aatsy^o^-rft^aistb 
*ffl*m t^ji?ii±m«)-i8^: (i) TSSftsfk^i 

fcl&SlCJCi;. S^?5:fKJBS>J. ^JfJ. JSHtaJ. ttiRlfl 



(4) 

7 

*JP*T«HtcL.. «»LT«ifir*." <fe3Wtt^*ta 10 

ars. 

.. *«wo»*«io*r3a»«»T**-*« ( i ) cornea 

«fe0. l~10mg/kg. #Snfi-^03«-&. 0.02~ 
5mg/kg"C£>-5. 

aw ©a* 

*«w©i&*JW©#3»s8#"ea*-HR£ (i) T^^n 20 

*4H-*/ 'J >- 4 -tf ^^ttteDNP-AslCfcfLTad 
optive secondary response?:^ LTI^-SBALB/ct^V? 
X©W*fflB§£ffl<' i £.in vitroTWIgM±SaiSsS^(Ci5 
t»T. *«5 xiO- 8 g/ml©iBST. ftttftlgE&tflES 
***sj50%Ut±«lS(IT-5. 

*58WO— (I) Wft-g-tlliDNP-As-C^f^L 
feBALB/c^V^X^ffll^fcin vi voT©lfoffS t t 1 IgSzft'J^ 
StgfcKiS^T. 0. lBg/kg*/rttl.0ng/kg<7>lSBrt£fc»i 

Mf— ttg|iSS#05*«JBi'J >/^3»*fflV»fcin vitro"? 30 
CO IgEfii#S±S5i& IC*3 t >T t> . 1 0- 6 g/ml W iSST-40 
~80%CO«I$iJ5a^$:^T. 

*&W<D-&3£ (I) Oft*«tt*ttt>«<. SJfl^fc 
fta»Ti^PS-^B$WLD6ofiI(±*3«k : e-400~600iiig/kg-C 
*3891<B— fl£3t (I) T^Sni4H- + y'Jv ; >-4- 
ESMM^JflMWJWittJlfcO. »*«©IgE»MM£K:*r 

-r<5fflj*iftua ; £*u igEKga-r 40 

tf£S«cofaW3«.&. Aft. iflftSE*£0* 

> 2 - ->7 / - 3. 3- ?)v?-*7 2 »J 7— h 

->7/SK^^JU9.0iDllC^-r-'J^A^ h*->K (Na4. 2 
0gt53nilCOM7K>^>'-Jl'«t O'&fig) tZlftibK* (5. 50 
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3ml) tia**I8T:aTlC«*«:*«5IH*lcaiTr*. 
SST**7&. Jk»T303HW$U 3i:y>WH« (1 
6. 5ml) fe30$MBja»W"Cln*.. SiStl^ftl$t5. 

MIS ft-r * C t \Z «k O * 2 - -> 7 J - 3. 3 - 

V^htt-rZVy—Y (13. Og) 

gi<5:85~86 , C 

NMR (CDCU) 

(5:2.61 (s,3H) .2.78 (s.3H) .3.84 (s. 3H) 

x^JU3 ->yy - 2 ->3MU^:t-4H-*/ u ->•>- 

4-t>-l-*M*x7-h (fl:**A) 

2 - tru -^SE&x^u (i.42g) . >5 L ;i/2-->Ty 

-3,3-/^fJl'ft7i"j7-l- (1.75g) Oig-S-ft* 
120 < CT10^raiO.S*-r ; 5. (8ml) * 

in*.. «fa^S$:5K. ^^y-wosnai/T. x 

5^;u3 ->r/ - 2 -^fS/u-^^H-*/ v J >-4 

1 h (M9g) Sr^jlcfe^a 

tirns. 

»,6:128~129'C 

IR (KBr) : 2200. 1695. 1665cm-' 

NMR (CDC1 3 ) 

5:1.44 (t.3H) .2.76 (s.3H) ,4.48 (q. 2H) ,7.30 On. 
1H) ,7.80 (m. 2H) .9.27 (d. 1H) 
Ttmfttf®. (C 14 H, 2 N 2 0,StLT) 
C% H% N% 

frfffil 58.32 4.20 9. 72 
HiSllffl 57.79 4.22 9.82 
H5SCJ2 

*^JU3 -yjy-2 -^5 1 ;U5 1 ^--4H-^y 'J ->'>- 

4 -*>- 1 -7J,ll/tf*->5 — h (ft^B) 

S4^:133~134'C 

IR (KBr) : 2200. 1720, 1670cm-' 

NMR (CDCI3) 

5:2.75 (s,3H) .4.01 (s,3H) ,7.32 (m, 1H) .7.81 (m. 
2H) .9.27 (n. 1H) 
Ttmfttf®. (C,3H,oN,0,StLT) 
C% H% N% 

ffrffffl 56.92 3.67 10.21 
HSilfit 56.67 3.73 9.87 

-?'y7>mmi&X'<7)igm.±mffl%.u&i on vitro) 

{t 7 ;U S X A y ;HC K^f 3 -a-fcDNP-As 5 m g ^ BAL 

n/c*K:auerta#uT«f^u, 4jgp B i&iH!iii£85trjL 

fc. #56005 H (Rad) ©X-S£SBItLT 

fe8Egg«-^FSfr:LT*3l/>tS^ (recipient) ©x"i7X 
!C±I2T#/iB*aBflS*5 5 xt0 7 l@$:»8Rrt(caAL. £ 
btC, 7KSEft7>»U5X^Ay;H;®^5-e-rcDNP-As5y 
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5 xio 8 f@/iBncfc£J:?l::ffflfl£?¥ffi&£§8&U 967t^ 

IgS 



* 7 B&<0««Jl£+WIgEjn#M£gfc£0:igEia#g£g 
^EL ISA (BiftfegEailSSc) ICiOSllSU ^(CiO 



X^;P3 -->7V- 2 -^^;L-^^--4H-^y u ->'>- 10 
4-*>- 1 -*;U^^->5-h (fc**jA) ©5X10 
- 6 g/mliSSTCOIgE^S*fflI»l*li^40~60%T£o 

MfeUffc (in vitro) 

&0iJ(73T h e-tt*S«US*<B*fl!jfiLU >/^S**fflO», * 
£S1SI<. ffllffl^Sr**^. 20 
Atf) 10- s g/ml OlgT© IgE^*JflJ©J^(i30~80 

-^Xifilrf^roiggillStSg* (in vivo) 
DNP-AsT^f£LfcBALB/c^-7 r >7.£Jfl^. $fcgE&4jSP<S 
«iSLst^. 0. lmg/kg$fcHlBgAg©SE»3l%*B[JSrt 
HftiHfrffiPllZ 1 B 1 13. 9 SF»1iaS4LTltfS4 3 © 
lg*©3Efl:*ai5£Ufc. 30 

<b^»AOl«Srta#» (0. lrag/kgfc«t^l.Oaig/kg) & 
i^StSRrtS#» (0. ling/kg*5J:tfl.0ing/kg) C^fn 

<Ott»^«9Si!iPI*i^S4-L. liBfflfiaWKSIU S-ffl 40 
ftT<Z)?Et:0i|&«fc9. ypf-yh (Probit) ffiSrffl^. 
50%gj5Eg (LD so ) SrSLJUbfc. 



it£ VIA LD S o=560mg/kg 
It a MB LDso=400nig/kg 

17 50 



x 100 



(A) StgiJ 

itS® A 25g 



±g 

(B) mm 

SJI 



lOOOg 



looo-aic^-a-rs. 



5g 
J95g 



:£g 500g 

(C) HJ?J 
^5 



6 %HPC?U§ 

xf7U >&^;p? 



25g 
140g 
llOg 

20g 
_5S 



±g 

(D) f£8J 
fls£*A 



6 XHPCftJI 

Xf7'J >Bf*;Ufr 



300g 

moose sirs. 



5g 
150g 
120g 
20g 
_5fi 



£g 

(E) tizr-tj^m 

it^A 



A'K yaf >7> 



300g 

t£SJiooo)@^§i-r^. 



2Sg 
220g 
SOg 
5g 



6t±*J:<SfnU 



300g 
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11 12 
OO^y-t^^rKifiT-S. Al"f yaf>7> 55g 

(F) tlS-tJm Xt-TV >f8L*)W 5g 

£fi 300g 



¥US 235g 00*r-fe;USrSjfT^. 



